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REMARKS 

Prior to entry of the claim amendments presented above, claims 1-23 were pending in 
the application and stood rejected. In the present amendment, claims 1-23 have been 
canceled and claims 24-51 have been added. Accordingly, claims 24-51 are now pending. 
The cancellation of claims is made herein without prejudice or disclaimer of the subject 
matter recited therein, and applicants expressly reserve all rights to such subject matter. 

Objection to the Specification 

Applicants traverse the objection to the specification, noting the that the format 
suggested by the Examiner is merely a "guideline" that is "suggested" in the MPEP for 
applicants' use. The proposed format is not required by statute or PTO rules. Accordingly, 
applicants submit that amendment is not necessary as the present specification already is 
understandable to the skilled artisan and conforms to all formality requirements of the PTO 
rules. 

Title of the Invention 

Applicants have changed the title of the invention to "Method of Filtering Viruses 
From a Factor VIII Solution," thereby rendering this objection moot. 

Abstract 

Applicants have presented an abstract. 

Trademarks 

Applicants have capitalized the trademark Planova and amended the specification to 
include its generic terminology. Support for the generic terminology added to the 
specification is found in the manufacturer's catalogue, attached as Exhibit 1. 

Rejections Under 35 USC §112, First Paragraph 

Claim 1 is rejected under 35 USC § 112, second paragraph, for lack of enablement. 
Applicants respectfully traverse the rejection and new claim 24 renders this rejection moot. 
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New claim 24 positively recites "obtaining a starting factor VIII solution devoid of factor 
VIII- vWF complexes" thereby rendering this rejection moot. 

Rejections Under 35 USC §112, Second Paragraph 

Claims 1-23 are rejected under 35 USC § 112, second paragraph, for being indefinite. 
Nev^ claims 24-51 have been amended to correct multiple dependency and have been 
rephrased to read more clearly and conform to standard US practice to overcome this 
rejection. 

Relative Terms 

The Examiner has rejected all relative terminology in the claims. Applicants traverse 
this rejection and urge that all releative terminology present in the amended claims would be 
understood by one of ordinary skill in the art. As stated in Section 2173.05(b) of the MPEP, 
"[T]he fact that claim language, including terms of degree, may not be precise, does not 
automatically render the claim indefinite under 35 U.S.C. 112, second paragraph." (Citing 
Seattle Box Co,, v. Industrial Crating & Packing, Inc., 731 F.2d 818, 221 USPQ 568 (Fed. 
Cir. 1984)). 

Essentially (claim 24) 

Applicants note that the MPEP summarizes In re Marsoi, w^here the Federal Circuit 
held that the phrase "a silicon dioxide source that is essentially fi-ee of alkali metal" was 
definite because of the guidelines and examples of the specification and it would be 
impractical to require applicants to provide a specific cutoff number. (See MPEP Section 
2173.05(b), citing In re Marsoi, 710 F.2d 799, 218 USPQ 289 (CCPA)). Similar to this case, 
applicants have provided guidance through the specification and examples, including 
Example 6, as to the phrases "essentially fi-ee of viruses" and "essentially devoid of vWF and 
factor VIII-vWF complexes." Moreover, applicants submit that this phrase would be well 
understood by one of ordinary skill in the art. 

Lower Than (claims 32-34) 

Applicants contend that a threshold "lower than one recommended by the supplier" 
would be understood by one skilled in the art. For a certain filtration device, an artisan would 
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merely have to read the manufacturer's instructions, and use a pressure lower than what the 
manufacturer recommends. Likewise in the case of "lower than" "0.3 bar" or "0.2 bar," the 
artisan would merely have to adjust the pressure of the filtration device so that it was lower 
than the recited amount. 

At Least Equal to (claims 44 and 45) 

Applicants contend that "at least equal to" as it appears in claims 44 and 43 is definite. 
One skilled in the art would understand that the meaning is a solution, having the recited 
activity, in the recited amounts or higher. 

Approximately (claim 46-49) 

The use of the term "approximately" is analogous to the term "about," which has been 
found to be "clear, but flexible." (See MPEP Section 2173.05(b), citing Ex parte Eastwood, 
163 USPQ 316 (Bd. App.; 1968), and W,L. Gore 8l Associates, Inc. v. Garlock, Inc., 721 F.2d 
1540, 220 USPQ 303 (Fed. Cir. 1983)). Applicants submit that the ranges of "approximately 
10 to approximately 50 U/ml," "approximately 0.05 to approximately 0.5 mg/ml," and 
"approximately 0. 1 to approximately 0.5 mg/ml," would be understood by one of skill in the 
art. 

Salt Saturation 

Applicants contend that the term "to salt saturation" would be understood by the 
skilled artisan to be the concentration point of an added salt at which saturation occurs. An 
introductory chemistry book would define saturation as the point where a dissloved solution 
is in equilibrium with respect to a given dissolved substance. Saturation would depend in 
part on the solution, the salt and the temperature, and would be clearly understood by one of 
skill in the art. 

Rejections Under 35 USC §103(a) 

Claims 1-23 are rejected under 35 USC § 103(a) as being unpatentable over WO 
96/00237 taken with Josic et al. (J. Chromatogr. B. Biomed Appl., Vol. 662, No. 2, pp. 181- 
190, 1994), Grandgeorge et al (U.S. Patent No. 5,371,195) and Farb et al (U.S. Patent No. 
4,758,657). Apphcants respectfully traverse the rejection. In the attached manufacturer's 
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catalogue, Factor VIII, which has a molecular with of about 300 kd, is shown as not being 
able to pass through the Planova 15N filter. In theory, only molecules having a molecular 
weight below 160 kd can pass through a 15 nm filter. Surprisingly, the inventors have found 
that factor VIII is able to pass through this filter most likely because of its shape and 
flexibility. Accordingly, the process of the present invention not only purifies factor VIII 
from other plasma proteins but also filters viruses because viruses cannot pass through the 1 5 
nm filter. This is an unexpected result, not taught or suggested by the prior art. 



In view of the above remarks and amendments, it is respectfully submitted that this 
application is in condition for allowance. Early notice to that effect is earnestly solicited. 
The Examiner is invited to telephone the undersigned at the number listed below if the 
Examiner believes such would be helpfiil in advancing the application to issue. 

If any additional extension(s) of time are required for the filing of this paper, 
applicants expressly petition for such extension(s) and authorize the Commissioner to charge 
any deficiency to Deposit Account 19-0741. 



CONCLUSION 



Respectfully submitted. 



May 20, 2002 



Date 



Matthew E. Mulkeen 
Reg. No. 44,250 



FOLEY & LARDNER 



3000 K Street, N.W., Suite 500 
Washington, D.C. 20007-5109 



Telephone: (202) 672-5300 



Facsimile: (202)672-5399 
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Marked Up Version of the Specification 



Marked up version of paragraph 7, lines 34-37, page 5 is below: 

Among the virus filters available on the market or under development, mention may 
be made of, for example, the [ Planova ] PLANOVA ® 15N membrane sold by the company 
Asahi Chemical Industry. PLANOVA® 15N is a fiberous filter having a mean pore size of 
15+2 nm. - - 

Marked up version of paragraph 3, lines 29-38, page 10 though paragraph 1, lines 1-9, 
page 11 is below: 

1260 ml of a solution which is stable at H-4°C are extemporaneously reheated to 
+ 35''C to undergo a step of virus removal by filtration using a BMM [ Planova] 
PLANOVA ® 15N filter having a 15-nanometer porosity threshold and a surface area of 
0.12 m^. During the filtration, the flow rate is maintained in such a way that the 
transmembrane pressure is always lower than 0.2 bar. After filtration of the factor VIII, 
210 ml of buffered saline solution of osmolality 1300 mOsm/kg are then filtered through 
the membrane to recover 1470 ml of factor VIII solution Iree of pathogenic viruses. The 
buffer solution makes it possible to equilibrate the filters for osmolality and pH, and is used 
to rinse the filters after filtration of the factor VIII. The factor VIII solution obtained is 
impoverished in von Willebrand factor of a very high degree of polymerization (> 15), but 
contains sufficient von Willebrand factor of a degree of polymerization > 5 and > 10 to 
recomplex the factor VIII after dialysis. 

Marked up version of paragraph 3, lines 20-25, page 11 though paragraph 1, lines 1-5, 
page 12 is below: 

EXAMPLE 2 : The conditions are identical to those of Example 1 except that 
10,000 g of cryoprecipitate, representing 1330 liters of plasma, are used. 13,700 ml of 
factor VIII solution virus-inactivated with respect to envelope viruses are filtered. After 
filtration of the factor VIII, 2 liters of buffer solution, of osmolality 1300 mOsm/kg are 
filtered to recover 15,700 ml of factor VIII solution free of pathogenic viruses. The 
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filtration membrane used is a BMM [ Planova] PLANOVA ® 15N membrane with a surface 
area of 1.0 m^. 



Marked up version of paragraph 2, lines 6-12, page 12 is below: 

Table 2 reproduced below indicates, for a filtration of an equivalent 1330 liters of 
plasma through BMM [ Planova] PLANOVA ® 15N membrane with a surface area of LO 
m^ the amounts of factor VIII obtained at the various steps of the filtration method, as well 
as the specific activity and the yield from the step in question.- - 

Marked up version of paragraph 4, lines 13-16, page 14 is below: 

Example 4 : Variation of the filterability of a factor VIII solution through a 
[ Planova ] PLANOVA ® 15 N membrane as a function of the nature and of the concentration 
of the salts used for the dissociation. 

Marked up version of paragraph 3, lines 13-15, page 15 is below: 

Example 5: Variation of the filterability of a factor VIII solution through a 
[ Planova ] PLANOVA ® 15 N membrane as a function of temperature and pressure 
parameters.- - 
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PLaNOVa consists ol BMM (Bemberg Microporous Membrane) hollow fibers, a plastic housing, 
catps and a sealanL 




* 1 MfeAn pore size is determined by the water flow rate method. 
*2 Data relating to safety aspects are available. 

* 3 PLANOVA filters are packed separately in a sterilizing package. 



PLANOVA 75N is effective as a prefilter for solutions which include a variety of particle 
impurities. ^ r- 
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